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PART II: Information Cited 

The Applicant hereby makes of record in the above-identified application the information 
listed on the attached form PTO-1449 (modified). The order of presentation of the references 
should not be construed as an indication of the importance of the references. 

The Applicant hereby makes the following additional information of record in the 
above-identified application. 

The Applicant would like to bring to the Examiner's attention the following co-pending 
applications that may contain subject matter related to this application: 



Docket No. 


Serial No. 


Filins Date 


Inventory 


PO453.70109US00 


10/163,482 


June 5, 2002 


Moss et al. 


P0453.70110US00 


10/278,630 


October 23, 2002 


Foss et al. 


P0453.70110US01 


10/779,129 


February 12, 2004 


Foss et al. 


P0453.70113US00 


10/357,669 


February 4, 2003 


Foss et al. 


P0453.70113US01 


10/779,128 


February 12, 2004 


Foss et al. 


P0453.70113US02 


10/778,268 


February 12, 2004 


Foss et al. 


P0453.70113US03 


10/785,320 


February 12, 2004 


Foss et al. 


P0453.70113US04 


10/785,668 


February 24, 2004 


Foss et al. 


P0453.70114US00 


10/358,560 


February 5, 2003 


Foss et al. 


P0453.70115US01 


10/821,811 


April 8, 2004 


Sanghvi et al. 


P0453.70116US01 


10/821,809 


April 8, 2004 


Sanghvi et al. 



The following are remarks concerning the other information cited: 
PART III: Remarks 

Documents cited anywhere in the Information Disclosure Statement are enclosed unless 
otherwise indicated. It is respectfully requested that: 

1 . The Examiner consider completely the cited information, along with any other 
information, in reaching a determination concerning the patentability of the present claims; 
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2. The enclosed form PTO-1449 be signed by the Examiner to evidence that the cited 
information has been fully considered by the Patent and Trademark Office during the 
examination of this application; 

3. The citations for the information be printed on any patent which issues from this 
application. 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that a search has been performed, of the extent of any search performed, or that 
more relevant information does not exist. 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that the information cited in the Statement is, or is considered to be, material to 
patentability as defined in 37 C.F.R. § 1.56(b). 

By submitting this Information Disclosure Statement, the Applicant makes no 
representation that the information cited in the Statement is, or is considered to be, in fact, prior 
art as defined by 35 U.S.C. §102. 

Notwithstanding any statements by the Applicant, the Examiner is urged to form his own 
conclusion regarding the relevance of the cited information. 

An early and favorable action is hereby requested. 

Respectfully submitted, 
Boyd et al., Applicant 

By: 

Edward R. Gates, Rdg. No. 31,616 
Wolf, Greenfield & Sacks, P.C. 
600 Atlantic Avenue 
Boston, Massachusetts 02210-2211 
Telephone: (617) 646-8000 
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AMIN et al., Efficacy of methylnaltrexone versus naloxone for reversal of morphine-induced depression of 
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AMIR, Naloxone improves, and morphine exacerbates, experimental shock induced by release of endogenous 
histamine by compound 48/80. Brain Res. 1984 Apr 9;297(1): 187-90. 
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AMIR et al., Endorphins in endotoxin-induced hyperglycemia in mice. Arch Toxicol Suppl. 1983;6:261-5. 
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ARGENTIERI et al., Interaction of the opiate antagonist, naltrexone methyl bromide, with the acetylcholine 
receptor system of the motor end-plate. Brain Res. 1983 Oct 31;277(2):377-9. 








C6 


BARATTI et al., Brain opioid peptides may participate in the reversal of pentylenetetrazol-induced amnesia. 
Methods Find Exp Clin Pharmacol. 1990 Sep;12(7):451-6. 
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BEDINGFIELD et al., Methylnaltrexone attenuates taste aversion conditioned by low-dose ethanol. Alcohol. 
1998 Jan;15(l):51-4. 








C8 


BIANCHETTI et al., Quaternary derivatives of narcotic antagonists: stereochemical requirements at the chiral 
nitrogen for in vitro and in vivo activity. Life Sci. 1983;33 Suppl 1 :415-8. 








C9 


BIANCHI et al., Quaternary narcotic antagonists' relative ability to prevent antinociception and gastrointestinal 
transit inhibition in morphine-treated rats as an index of peripheral selectivity. Life Sci. 1982 May 
31;30(22):1875-83. 








C10 


BICKEL, Stimulation of colonic motility in dogs and rats by an enkephalin analogue pentapeptide. Life Sci. 
1 983 ;33 Suppl 1:469-72. 








C11 


BLANK et al., Central, stereoselective receptors mediate the acute effects of opiate antagonists on luteinizing 
hormone secretion. Life Sci. 1986 Oct 27;39(1 7): 1493-99. 








C12 


BRIX-CHRISTENSEN et al., Endogenous morphine is produced in response to cardiopulmonary bypass in 
neonatal pigs. Acta Anaesthesiol Scand. 2000 Nov;44( 10): 1204-8. 








C13 


BROWN et al., Opiate antagonists: central sites of action in suppressing water intake of the rat. Brain Res. 1981 
Sep28;221(2):432-6. 
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C16 


CALCAGNETTI et al., Quaternary naltrexone reveals the central mediation of conditional opioid analgesia. 
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CHANG et al., An antiabsorptive basis for precipitated withdrawal diarrhea in morphine-dependent rats. J 
Pharmacol Exp Ther. 1984 Feb;228(2):364-9. 
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CULPEPPER-MORGAN et al., Treatment of opioid-induced constipation with oral naloxone: a pilot study. Clin 
Pharmacol Then 1992 Jul;52(l):90-5 (ABSTRACT ONLY). 








C19 


EISENBERG, Effects of naltrexone on plasma corticosterone in opiate-naive rats: a central action. Life Sci. 
1984 Mar 19;34(12):1 185-91. 
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FERNANDEZ-TOME et al., Interaction between opioid agonists or naloxone and 5-HTP on feeding behavior in 
food-deprived rats. Pharmacol Biochem Behav. 1988 Feb;29(2):387-92. 
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Nov; 1 82(5 A Suppl): 1 9S-26S. Review. 
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FOSS et al, 1995 Annual scientific meeting of the American Society of Anesthesiologists. Atlanta, Georgia, 
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FOSS et al., Dose-related antagonism of the emetic effect of morphine by methylnaltrexone in dogs. J Clin 
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C2o 


FOSS et al., Effects of methylnaltrexone on morphine-induced cough suppression in guinea pigs. Life Sci. 
1 996;59( 1 5):PL233-o. 








G27 


FOSS et al., Methylnaltrexone reduces morphine-induced postoperative emesis by 30%. Anesth Analg. 
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C2o 


FRANCE et al., Comparison of naltrexone and quaternary naltrexone after systemic and intracerebroventricular 
administration in pigeons. Neuropharmacology. 1987 Jun,26(o).541-a. 








C29 


FRANCE et al., Intracerebroventricular drug administration in pigeons. Pharmacol Biochem Behav. 1985 
Nov;23(5):731-6. 








C30 


FRIEDMAN et al., Opioid antagonists in the treatment of opioid-induced constipation and pruritus. Ann 
Pharmacother. 2001 Jan;35(l):85-91. Review. 








C31 


GMEREK et al., Independent central and peripheral mediation of morphine-induced inhibition of 
gastrointestinal transit in rats. J Pharmacol Exp Ther. 1986 Jan;236(l).8-13. 








C32 


HEIN et al., Pharmacological analysis of the discriminative stimulus characteristics of ethylketazocine in the 
rhesus monkey. J Pharmacol Exp Ther. 1981 Jul;218(l):7-15. 








nil 


HOWD et al Naloxone and intestinal motilitv ExDerientia 1978 Oct 15'34(10V1310-1. 








C34 


JALOWIEC et al., Suppression of juvenile social behavior requires antagonism of central opioid systems. 
Pharmacol Biochem Behav. 1989 Jul;33(3):697-700. 








C35 


JANKOVIC et al., Quaternary naltrexone: its immunomodulatory activity and interaction with brain delta and 
kappa opioid receptors. Immunopharmacology. 1994 Sep-Oct;28(2): 105-12. 
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KAUFMAN et al., Role of opiate receptors in the regulation of colonic transit. Gastroenterology. 1988 
Jun;94(6): 1351-6. 
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KINSMAN et al., Effect of naloxone on feedback regulation of small bowel transit by fat. Gastroenterology. 
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KOOB et al., Effects of opiate antagonists and their quaternary derivatives on heroin self-administration in the 
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C47 


LITTLE, et al., Society for Neuroscience Abstracts, 27 (2); 2001, p. 2407 








C48 


LIVINGSTON et al., Postoperative ileus. Dig Dis Sci. 1990 Jan;35(l): 121-32. Review. 
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LYDON et al., ESA Free Paper Prize Competition. Eur J Anaesthesiol. 2001 Apr; 18 Suppl 21:92. 








C50 


T YST P Pt al N^nHnlatinn nf immimp etatiie hv a pnnHitinnpH avprcivp ctimiilnc *»viH*»npf» for th*» invnlvpmpnt r\f* 

* - 1 uL/L VI ai., 1V1UUU1 ailUU Ul UlllllUllv dlalUO Uy a VUllUlllUllvU avvldlVV MUUUlUa. VVlUvUVv 1U1 11 IV 111 VUl VvillVlll ui 

endogenous opioids. Brain Behav Immun. 1992 Jun;6(2): 179-88. 








C51 


\/f ACtTNAN pt al Thp hinHino ^r^pptniin nfnarpntip analcrpcir Hnicrc with Hif"fprpnt acmnict anH antacrnnict 

ivi.TT.VJ l > rtl N VI al., 1 11V UillUlllj£ dU^ll Ulll Ul llalVUliV CUlulgVolV Ul Ugo Willi UlliVlVlll agUllloi CU1U OillatiUlllol 

properties. Naunyn Schmiedebergs Arch Pharmacol. 1982 Jun;3 19(3): 197-205. 
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MANARA, et al., Adv. Endog. Exog. Opioids, Poroc. Int. Narc. Res. Conf., 12th (1981), 402-4 
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N/fANAR A pt al Thp ppntral anH nprinhpral inflnpnppe nf nniniHc r\v\ oactrnintpctinal nrnmilcinn Annn R#»v 
>t /vivrv vi ai., i ii v vviniai aiiu jjviiunvi ai muuviivvo ui ujjiuiu:> un gaou uinivMiiiai pi upuioiuii. rYJiilu r\.v v 

Pharmacol Toxicol. 1985;25:249-73. Review. 








C54 


N/fTfJCT FY pt al Oiiatpmarv naltrpynnp rpvprQW mnrnhinp-inHnppH hphavinrc Phvcinl Rf^hav 1QJl*5 
ivii v^rvj-zU i vi ai., v^uaiviiiai y iiaiuvAuiiv ivvvisvo iiiuiuiimv — niuuvvu uviiaviuii. r liyoiui Ovllav. 1 70 J 

Aug;35(2):249-53. 








C55 


\4ISR A pt al IntravpnniiQ WinptipQ anH mptahnlicm c\f \\ S 1 fi-^t-nnaltrpvnnnim mpthinHiHp in th#» rat T Pharm 
lvnorvrv vi ai., uiuavviiuua Miivtivo aiiu iiiviauuiiaiii ui j } 1 u ~ji ljiiaiu vauuiuui iiivimuuiuv 111 iiiv lal. J rllallll 

Pharmacol. 1987 Mar;39(3):225-7. 








C56 


MOFR1MAN pt al Fvalnatinn nf mpthvlnaltrpYnnp fnr thp rpHnptinn nf nrwtrmprativp vnmitino anH nanc^a 
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incidences. Acta Anaesthesiol Belg. 1995;46(3-4): 127-32. 
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iviu vi in, io liiv uiuiivaiiuiiai vnvvi ui ujjia.iv wiiiiuiawai iviivvivu uy vuiimiuu ouuiaiiv muivcs \jl ui cvipiidivu 

withdrawal? A place conditioning study in the rat. Brain Res. 1987 Aug 25;418(2):2 14-20. 
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